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Abstract
Background: Gibberellins (GA) are plant hormones that can regulate germination, elongation
growth, and sex determination. They ubiquitously occur in seed plants. The discovery of gibberellin
receptors, together with advances in understanding the function of key components of GA
signalling in Arabidopsis and rice, reveal a fairly short GA signal transduction route. The pathway
essentially consists of GID1 gibberellin receptors that interact with F-box proteins, which in turn
regulate degradation of downstream DELLA proteins, suppressors of GA-controlled responses.
Results:  Arabidopsis  sequences of the gibberellin signalling compounds were used to screen
databases from a variety of plants, including protists, for homologues, providing indications for the
degree of conservation of the pathway. The pathway as such appears completely absent in protists,
the moss Physcomitrella patens shares only a limited homology with the Arabidopsis proteins, thus
lacking essential characteristics of the classical GA signalling pathway, while the lycophyte Selaginella
moellendorffii contains a possible ortholog for each component. The occurrence of classical GA
responses can as yet not be linked with the presence of homologues of the signalling pathway.
Alignments and display in neighbour joining trees of the GA signalling components confirm the
close relationship of gymnosperms, monocotyledonous and dicotyledonous plants, as suggested
from previous studies.
Conclusion: Homologues of the GA-signalling pathway were mainly found in vascular plants. The
GA signalling system may have its evolutionary molecular onset in Physcomitrella patens, where GAs
at higher concentrations affect gravitropism and elongation growth.
Background
Gibberellins (GAs) are a large family of hormones that are
important for a vast array of responses throughout the life
cycle of plants. They mainly stimulate germination, cause
cell expansion, and regulate flowering time. Due to their
high economical relevance, the effects of GAs on cell elon-
gation are subject to intense scientific studies. The green
revolution was based on selection for dwarfism in rice and
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wheat cultivars. Recently it was shown that these dwarfing
genes interfere with either the production or the action of
GAs [1]. Chemical interference with GA biosynthesis is
often used to limit the growth of plants, including trees
[2]. GAs were first isolated from Gibberella  (Fusarium)
fujikuroi [3]. This fungus causes extreme extension growth
in rice, named bakanae or "foolish" rice, which hence is
far more susceptible to lodging.
Apart from Gibberella, other fungi (Phaeospheria, Aphace-
loma sp.) and various bacteria [4] are able to synthesize
GAs. GAs were consequently found in many plant species
and are widespread over photosynthesizing organisms.
GA-like substances were detected in unicellular and mul-
ticellular algae [5-7], in lichens and mosses [8], and in
ferns [4] But most of all, they are widely accepted as gen-
eral growth controlling hormones in seed plants [4].
Presence of GAs in an organism does not necessarily mean
that it is responsive to these compounds. For instance,
Gibberella  itself does not react to exogenous GA [3].
Depending on the species of unicellular algae, GA can
slightly increase the biomass [9]. The effects of GAs on
elongation growth of unicellular algae are either very
small or absent in most species [10]. However, growth
increases were reported for the multicellular alga Porphyra
in the diploid, filamentous sporophyte conchocelis phase
and, in combination with auxin, in stolons of Ulva lactuca
[10,11].
While ABA, auxin, and cytokinin induce specific develop-
mental alterations in mosses like Physcomitrella patens, no
such effects have been reported for GA-application
[12,13]. However, some older reports do exist, that GA-
application on specific moss species may slightly enhance
growth rates [14,15]. In addition GA-application may
interfere with gravitropism in the mosses Ceratodon pur-
pureus [16] and Pottia intermedia [17]. In fact, to date gib-
berellins have not been identified in mosses, and it was
proposed that the hormonal signalling pathway devel-
oped later in land plant evolution [13]. However, as such
pathways do not appear completely de novo, precursors
from which GA may have been evolved should be present
in mosses. Ent-kaurene is the key intermediate in the bio-
synthesis of gibberellins. Recently, it was shown, that P.
patens produces as a secondary metabolite such a tetracy-
clic diterpene as a volatile compound in huge amounts
[18], and possesses a bifunctional ent-kaurene synthase
[19].
To our knowledge, no reports are available for GA regu-
lated growth in ferns. In contrast, their stimulatory effect
on elongation and germination has been extensively doc-
umented for seed plants, such as conifers [20,21] and
angiosperms, both mono- and dicotyledonous plants.
Sex determination is another known GA effect. In species
as Chara, GA promote antheridia (male sex organ) forma-
tion [22]. Likewise, they serve as promoters for antheridia
formation in some ferns [23,24]. Interestingly, in many
eudicotyledonous plants as well, GAs promote male
flower development [25]. By contrast, in the monocot
maize, they promote female flower formation [26].
It is speculated that the GA signalling pathway, which ulti-
mately leads to germination and elongation growth in
seed plants, consists of a limited number of factors (figure
1A). Recently, GA receptors of rice (GID1) and Arabidopsis
have been discovered [27,28]. The receptors are able to
interact, in a GA dependent way, with the DELLA proteins
[27,28]; the interactions solely depends on the presence of
the DELLA-domain in the DELLA protein [29]. DELLA
proteins (such as RGA in Arabidopsis) are inhibitors of
GA responses, which are broken down in the presence of
GAs, hence promoting germination and elongation
growth [30]. This degradation is mediated by an E3 ligase,
that is specified by an F-box protein (such as SLY1 in Ara-
bidopsis or GID2 in rice) [31-33]. Thus the GA signalling
pathway essentially consists of three interacting players.
Over the last few years, three plant genomes have been
entirely sequenced [34-36] and a lot of effort is made to
unravel the gene pool of "genomically more complex"
plants by expressed sequenced tag (EST) sequencing and
assembly. With the variety of open access EST and genome
sequence databases, it becomes possible to perform com-
parative genomics and molecular phylogenetic analysis
on a large number of species at a time (plantGDB, [37]).
Based on the aforementioned tools, we investigated the
conservation of the GA pathway formed by GID1, SLY1
and DELLA proteins from algae and plants throughout the
plant kingdom, using reference species for different major
plant groups (Figure 1B). Existing orthologues were
retrieved from various higher plants, but are missing from
Physcomitrella patens (Pp). The presence of the GA signal-
ling pathway could thus be linked exclusively with vascu-
lar plants.
Results
The gibberellin receptors
The GA receptors (GID1) belong to the large family of
hormone sensitive lipases and have homologues through-
out the plant kingdom, since they are related in sequence
to various carboxylesterases [38]. Moreover, the predicted
3D structure of these proteins is similar. However, the GA
receptors contain various regions, which distinguish them
from their carboxylesterase relatives [28,38]. Amino acid
Arg265 is typically present, while the His340 residue from
the catalytic site of the esterases is missing in GID1 pro-
teins.BMC Plant Biology 2007, 7:65 http://www.biomedcentral.com/1471-2229/7/65
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A) Current model for GA signalling Figure 1
A) Current model for GA signalling. GA is bound to the GID1 GA receptor and which stimulates the interaction with the 
DELLA transcription factor. The F-box protein SLY1/GID2 connects the DELLA transcription factors to an SCF-E3 ubiquitin 
ligase. Ubiquitin is transferred from an E2 onto the DELLA target protein. The ensemble of these events causes subsequent 
rapid degradation by the 26S proteasome. B) Simplified overview of plant evolution based on the hyperbolic tree presented at 
[62]. Clades that are discussed in the text are retained in the graph. In parenthesis, genera and species mentioned in the text 
are indicated.BMC Plant Biology 2007, 7:65 http://www.biomedcentral.com/1471-2229/7/65
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When performing TBLASTN searches, no homologues (E
< e-10) were found in Cyanidioschyzon merolae (belonging
to the phylum Rhodophyta, red algae), nor in
Chlamydomonas reinhardtii (belonging to the phylum
Chlorophyta, amongst the green algae). In the moss Phys-
comitrella patens (Pp), the closest homologue to the Arabi-
dopsis GA receptors misses the Arg265, it has a Leu instead
(Figure 2). This Arg is especially important for gibberellin
binding, as proteins carrying the gid1-2 mutation, where
this residue is changed into a Thr, are unable to bind gib-
berellins in vitro [27]. Furthermore, the N and C-terminal
end of the Physcomitrella protein diverge from the GID1
proteins. The protein encoded by AT5G23530 also lacks
Arg265, which is unique in the GA receptors, but retains
the His340 from the catalytic site of the esterases, which is
replaced by an Ile or Leu in the GA receptors and a Trp in
the Pp homologue. These data support the idea that the
closest homologue in Pp is part of the large carboxyleste-
rase-like gene family, but lacks features essential for full
gibberellin signalling and features conserved in esterases.
The seedless vascular plant Selaginella moellendorffii
(belonging to the phylum of Lycopodiophyta) has a pro-
tein that appears a genuine GA receptor orthologue. It has
an overall good aligment (47% similarity) and in contrast
to the protein from Pp, it contains the Arg265 residue. It
also has a conserved Ile in position 340 instead of a His,
typical for known GA receptors.
From the analysis of a limited EST set (~8000) of the fern
Adianthum capillus veneris (phylum Pteridophyta, order
Polypodiales), we concluded that it has related carboxy-
lesterases, all with the conserved His340 necessary for
esterase activity. Yet the EST collection is too small to
firmly exclude the existence of genuine GA receptor ortho-
logues.
In seed plants, including gymnosperms and angiosperms,
GID1 orthologues are widely present. A clear separation
between monocots and eudicots is visible in a Neighbour-
Joining (N-J) tree (Figure 3). Interestingly, the pine homo-
logue falls within the various sequences from dicots, sug-
gesting a high conservation for this protein among higher
plants. On the whole, the ClustalW alignment based N-J
tree of the GA receptors shows a relation that is highly
reminiscent of the evolutionary schemes generally
accepted today [39], with the overall most related plants
clustering together.
The SLEEPY homologues
No (E < 1e-4) homologues to the F-box protein SLY1 were
found in Chlamydomonas reinhardtii, nor Cyanidioschyzon
merolae using TBlastX.
A reciprocal blast yielding three other Arabidopsis proteins
(At3g44326, At2g27310, At2g36090 with BLASTP scores
of 71, 56, and 55 respectively) closer related to the Pp
homologue of SLY1 (997094760 in Figure 4) than SLY1
itself (BLASTP score 54), indicates that SLY1 orthologues
are not present in Pp. In fact, the highest homology with
SLY1, within the Pp protein, occurs in the F-box region.
This region is necessary for interactions with the Skp1
partner within the SCF-complex, and does not confer sub-
strate specificity. The latter is usually achieved by the C-
terminal part [40]. The C-terminal part of the Pp homo-
logue is highly divergent from the rice and Arabidopsis F-
Box proteins GID2 and SLY1 (Figure 4). The GGF (AA
positions 120–160 in Figure 4) and LSL motives, con-
served in the GID2 and SLY1 [31,41], in the Pp homo-
logue, have lower and almost no homology with the GA
related F-box proteins. It is therefore questionable and
rather unlikely that the Pp  protein could recognize a
DELLA protein as a substrate.
From Selaginella, a protein could be retrieved with hom-
ology to the SLY1 over its whole length, including a leu-
cine rich box at the C-terminal end (Figure 4). A reciprocal
blast indicates that the protein can be considered as an
orthologue of those of higher plants (similarity 51%).
The EST database from the fern Ceratopteris only yielded
an F-box protein with a divergent C-terminal end (data
not shown). F-box proteins are thus present in ferns, but
SLY1 orthologues remain to be discovered.
Similarly to the GA receptors, in gymnosperms and
angiosperms, SLY1 orthologues are widely present. How-
ever, F-box proteins are a very divergent family of
polypeptides. The eudicot SLY1 orthologues form a clus-
ter in a N-J tree (Figure 5), while the monocots are
grouped with the gymnosperms. There is a distinct group
containing  Sorghum, sugarcane and many conifer
sequences. In this group of sequences, the evolutionary
distance to SLY1 is larger than that to the Pp homologue.
A second monocot-gymnosperm cluster groups with the
closest SLY1 homologue in Arabidopsis, SNEEZY (SNE),
and its homologues (Figure 5; [42]). Overexpression of
SNE in Arabidopsis can take over GA signalling events, but
a clear involvement in GA signalling in natural conditions
has not been found.
DELLA related transcription factors
DELLA proteins belong to the GRAS (GAI, RGA, SCARE-
CROW) protein family, specific to plants [43]. The cDNA
sequence of RGA1 of Arabidopsis was used in a TBLASTX
screen for homologues in other species.BMC Plant Biology 2007, 7:65 http://www.biomedcentral.com/1471-2229/7/65
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Alignment of GA receptor homologues Figure 2
Alignment of GA receptor homologues. The arrow indicates Arg265 which is necessary for GA binding. Ath: Arabidopsis thal-
iana, Sm: Selaginella moellendorffii, Pp: Physcomitrella patens.BMC Plant Biology 2007, 7:65 http://www.biomedcentral.com/1471-2229/7/65
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Neighbour-Joining tree of DNA sequences homologous to that encoding the Arabidopsis GID1b GA receptor Figure 3
Neighbour-Joining tree of DNA sequences homologous to that encoding the Arabidopsis GID1b GA receptor.
Sorghum TC102655
Sugarcane TC56776
Maize TC288229
Maize TC288228
Barley contig4
Wheat TC266212
Rice GID1
Pine TC73510
Onion TC2891
Arabidopsis GID1b
Soybean TC218289
Poplar TC20913
Cotton TC38862
Medicago TC101808
Tomato TC155795
Arabidopsis GID1c
Arabidopsis GID1a
Medicago TC109095
Aquilegia TC8844
Rosa contig1
Cotton TC30486
Citrus contig4
Potato SGN-U271084
Grape TC49489
Selaginella 1583851_2
Selaginella 1584181_2
Selaginella 1582286_1
Physcomitrella 81630987
Physcomitrella 12981BMC Plant Biology 2007, 7:65 http://www.biomedcentral.com/1471-2229/7/65
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No DELLA homologues (yield is 0 with E = 1e-4) were
detected in Cyanidioschyzon merolae or  Chlamydomonas
reinhardtii.
The N-terminal part of Arabidopsis RGA1 did not yield a
counterpart using tBLASTx against the genome traces nor
the ESTs of Pp. Reconstruction of the genomic region of
the closest RGA1 homologue confirmed the absence of
substantial homology in the N-terminal DELLA domain
(Figure 6). Instead of the DELLA motif, the Pp protein has
the amino acids DQGFR. Furthermore, the Pp  protein
lacks two of the four conserved Tyr residues that are struc-
Alignment of the SLY1 homologues Figure 4
Alignment of the SLY1 homologues. Ath: Arabidopsis thaliana, Sm: Selaginella moellendorffii, Pp: Physcomitrella patens.BMC Plant Biology 2007, 7:65 http://www.biomedcentral.com/1471-2229/7/65
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Neighbour-Joining tree of DNA sequences homologous to that encoding the Arabidopsis F-box protein SLY1 Figure 5
Neighbour-Joining tree of DNA sequences homologous to that encoding the Arabidopsis F-box protein SLY1.
Oilseed rape TC5548
Arabidopsis SLY1
Medicago TC101081
Cotton BQ406360
Cotton BE052748
Sunflower TC13576
Grape TC45830
Soybean BF067628
Soybean TC214293
Soybean TC214154
Common bean CV533098
Soybean TC209455
Lotus japonicus BU494440
Poplar TC36017
Poplar TC36024
Citrus contig1
Citrus contig2
Potato TC112417
Potato TC112415
Potato TC112416
Tomato TC164843
Tomato TC164844
Nicotiana benthamiana TC8250
Pepper TC5887
Rice TC249902
Rice GID2
Barley BF622212
Wheat TC270422
Pine TC74503
Pine TC74504
Pine TC74500
Pine TC74502
Spruce CO483360
Selaginella 1587650_1
Selaginella 1587145_1
Selaginella 1586567_1
Orange CK665669
Grape CF609441
Arabidopsis SNE
Spruce TC8820
Spruce CO225904
Spruce CO217997
Physcomitrella 997094760
Pine TC61029
Pine TC73288
Pine TC77201
Pine TC74501
Spruce CO439353
Sugarcane CA226480
Sorghum TC108292BMC Plant Biology 2007, 7:65 http://www.biomedcentral.com/1471-2229/7/65
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Alignment of the DELLA homologues Figure 6
Alignment of the DELLA homologues. The DELLA region appears in the black frame. Ath: Arabidopsis thaliana, Sm: Selaginella 
moellendorffii, Pp: Physcomitrella patens, Pt: Pinus taeda. Arrows indicate structurally important tyrosine residues.BMC Plant Biology 2007, 7:65 http://www.biomedcentral.com/1471-2229/7/65
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turally important in the Arabidopsis DELLA protein RGL2
and that render RGL2 susceptible to GA mediated degra-
dation (Figure 6; [44]).
In contrast, Selaginella contains a clear RGA1 orthologue.
The protein (Figure 6) was reconstructed from the
genomic sequence, since the matching ESTs do not cover
the N-terminal part, possibly due to absence of that part
in the EST library. Parts of the sequence from the genomic
reconstruction, may represent introns, although the EST
that covers the C-terminal part (from position 340
onward in Figure 6) has the same sequence as the
genomic.
From a limited EST set (~6000) of the fern Ceratopteris
richardii, we only found a scarecrow-like gene
(AY974159) as closest homologue to RGA1. However, as
for SLY1, considering the small size of the EST collection
we cannot exclude the existence of DELLA orthologues in
ferns.
Although no complete DELLA protein sequence could be
retrieved from the available contigs and ESTs of pine,
overlapping homologous fragments from two different
proteins suggest the existence of genuine orthologues (e.g.
similarity of Pt TC59241-59240 with Ath RGA1 is 46%).
In gymnosperms as well as angiosperms, DELLA ortho-
logues are present in various species (Figure 7). Similarly
to the situation of the GA receptors and the F-box pro-
teins, the monocots are more closely related with the gym-
nosperms and/or Selaginella, than the eudicots.
It is noteworthy that there are more ESTs with homology
to DELLA coding sequences; however, these lack the N-
terminal part spanning the DELLA domain (see Addi-
tional file 1). This may be either due to a lack of the 5'end
of the coding sequence within the available EST collec-
tions or simply because some proteins contain only hom-
ology to the C-terminal part [45].
Effect of exogenous GA treatment on Physcomitrella 
growth
Since GAs are potent growth stimulating hormones in vas-
cular plants, and Physcomitrella has at least a protein that
is closely related to gibberellin receptors, the question is
prompted whether or not Physcomitrella can respond to
gibberellins. Treatment with 10, 100, 500 and 1000 μM of
GA3 did not influence general growth of protonemata
(comprised of chloronemata and caulonemata; [46])
under normal light conditions. However, when grown in
the dark in upright position, the controls as well as plants
treated with 10 μM GA developed elongated caulonemata
growing positively gravitropic. At relatively high GA3 con-
centrations of 100 μM and more caulonema formation
was strongly retarded and growth orientation was
changed (Figure 8). While untreated protonemata grow
vertically, GA3  treated ones grew in various direction
showing angles divergent from the vertical, suggesting a
defect in gravitropism (Figure 8K). This response is remi-
niscent of the effect of high concentrations of gibberellin
(500  μM) that affect gravitropism in protonemata of
another moss, Ceratodon purpureus [16].
Discussion
Where on an evolutionary scale did the GA signalling 
pathway arise?
A central node in evolutionary plant research may be the
investigation of mosses for which Pp  stands model
[47,48]. GAs are present in various moss species [8]. At
present no data on GA content of Physcomitrella are avail-
able, but homologues to key enzymes (genes GA1-GA5 of
Arabidopsis) of the GA biosynthetic pathway were found
(data not shown). Although Physcomitrella  has homo-
logues to all three GA signalling components, it is ques-
tionable whether they are true orthologues. It is therefore
likely that gibberellin signalling does not function in
mosses as in vascular plants. Divergence from SLY1 of the
F-box protein sequence outside of the F-box, and absence
of homology to the "DELLA" region in the closest relative
of RGA1, may indicate the existence of other recognition
motives between the DELLA-like transcription factor and
the SLY1/GID2-like F-box protein. In addition, the
DELLA-like protein of Physcomitrella may not be function-
ing as a GA-regulated repressor of GA response as it is sta-
ble upon GA treatment when expressed in Arabidopsis
[13]. It could rather play a regulatory role in plant devel-
opment, being stable upon GA treatment, similarly to the
SLR-like GRAS proteins of rice [45]. Furthermore, since
"genuine" GA responses in Physcomitrella, e.g. stimulation
of growth, are missing, this class of hormones might be
less effective in mosses. However, exogenous gibberellins
are effective in stimulating growth of seta from the liver-
wort Pellia epiphylla, suggesting the existence of gibberellin
signalling earlier in evolution [49].
In conclusion, mosses may have lost the capacity of effec-
tive GA signalling or use an alternative system to that of
vascular plants to pass on the signal. Whether this
involves the homologues to the vascular plant pathway is
not known. In the future, it may be interesting to study
Chara, an even more primitive embryophyte than Phys-
comitrella, which was reported to be GA-responsive [22].
The lycophyte Selaginella moellendorffii has clear ortho-
logues for all components of the GA pathway and is to our
present knowledge the most primitive species to possess a
full-potentially functional – GA signalling pathway; how-
ever, phenotypic responses still need to be discovered
[13]. Hence, as suggested in earlier studies by its apical
growth that is restricted to the sporophyte, the presence ofBMC Plant Biology 2007, 7:65 http://www.biomedcentral.com/1471-2229/7/65
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Neighbour-Joining tree of DNA sequences homologous to that encoding the Arabidopsis RGA1 DELLA protein Figure 7
Neighbour-Joining tree of DNA sequences homologous to that encoding the Arabidopsis RGA1 DELLA protein.
Pine TC59241 TC59240
Wheat TC238648
Barley TC140212
Rice TC251209
Maize TC310872
Selaginella 43.14
Selaginella 499.2
Selaginella AY874058
Onion TC2354
Soybean TC226166
Soybean TC226165
Medicago TC106879
Poplar TC37047
Poplar TC37046
Common bean TC789
Lettuce TC10806
Poplar TC29469
Poplar TC29167
Grape TC51250
Cotton TC32952
Arabidopsis RGA1
Arabidopsis GAI
Aquilegia TC10415
Tomato TC160620
Potato TC113247
Cotton TC37367
Arabidopsis RGL3
Arabidopsis RGL2
Arabidopsis RGL1
Medicago TC100497
Medicago TC109336
Citrus contig6
Physcomitrella 885000660
Pine contig5458BMC Plant Biology 2007, 7:65 http://www.biomedcentral.com/1471-2229/7/65
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Effect of various concentrations of GA3 on caulonema formation and growth direction of Physcomitrella protonemata after  transfer to darkness and reorientation of Petri dishes into an upright position Figure 8
Effect of various concentrations of GA3 on caulonema formation and growth direction of Physcomitrella protonemata after 
transfer to darkness and reorientation of Petri dishes into an upright position. A-E) Photographs of mock treated plants as con-
trols for panels F-J respectively. F-J) Photographs of plants treated with 0 μM (F), 10 μM (G), 100 μM (H), 500 μM (I), 1000 μM 
(J) of GA3 (K) Quantification of direction of growth at a treatment of 100 μM GA3.BMC Plant Biology 2007, 7:65 http://www.biomedcentral.com/1471-2229/7/65
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vascular tissue, the formation of roots and leaves, and
even by its genome sequences [50,51], Selaginella  is
closely related to seed plants. This is confirmed at the level
of the molecular components of GA signalling.
GA signalling in non vascular plants?
In recent years, no convincing effect of GA on elongation
growth in non vascular plants has been reported. Early
publications on GA effects on plants should be read with
care, as purity of the compounds used in the treatments
was often not that obvious [52], due to lack of modern
analytical techniques. Moreover, some of the analyses
were done in the presence of high concentrations of other
hormones such as auxins or cytokinins [11]. Since in the
last two decades, no true hormonal (at concentrations
lower than 10 μM GA) effect in other organisms than vas-
cular plants has been reported, it is tempting to speculate
that GA signalling has arisen with the occurrence of vascu-
lar plants (hypothesis 1 in Figure 9).
If the effects shown in those early studies are indeed true
GA effects, then it may be that mosses and other clades
lost their capacity to respond to GAs (hypothesis 2 in Fig-
ure 9). It is however also possible that non-vascular plants
have adopted other mechanisms than those operating in
vascular plants to pass on the GA signal, eventually serv-
ing for other, yet to be discovered, responses. Assuming
that GA signalling as we know it is typical for vascular
plants, and that non-vascular species have other com-
pounds and an other mechanism to trigger GA-like
responses, a parallel with the evolution of GA biosynthe-
sis may exist. The fungus Gibberella has a totally different
enzyme set to synthesize GAs than plants [3]. It has there-
fore been proposed that the synthesis of GAs is a case of
convergent evolution in fungi and plants, involving para-
logues rather than orthologues.
In ferns, we found homologues to members of the carbox-
ylesterase and scarecrow-like gene families, to which
respectively the GA receptors and the DELLA transcription
factors belong. Considering the presence of GA responses
in ferns [4] and the limited number of EST sequences
available, it can be reasonably assumed that in the future,
orthologues to GA signalling components will be found.
Gibberellin as sex determinant
Apart from a possible role in elongation, it is interesting
that in non-seed plants as ferns and even Chara, and in
some eudicotyledonous plants, male organs are promoted
by GAs [23,25]. At this moment it is not known whether
the same receptor, F-box, and DELLA components are
involved both in elongation growth and in sex determina-
tion. The first function of GAs may have been the stimula-
tion of male gametophyte function. It is therefore possible
that GA signalling arose as a sex determinant in the first
place. The GA receptors were first implemented as part of
the carboxylesterase family, showing homology to
PrMC3. Intriguingly, PrMC3 was originally isolated from
and shown to be expressed specifically in male cones of
Pinus radiata [53]. Future molecular physiological
research is necessary to unravel the importance of this
family of carboxylesterases in plants and the reason why
some of their members are present especially in (male)
reproductive organs.
Conclusion
The gibberellin signalling pathway as it is known for Ara-
bidopsis and rice is well conserved in lycophytes, gymno-
sperms and angiosperms, which reflects a wide spreading
among land plants known to date. However, except per-
haps for the receptor, the pathway components seem to be
missing in the moss Physcomitrella, which indicates that
bryophytes may have the evolutionary onset to respond
efficiently to gibberellins, which yields other responses
(e.g. gravitropism) than in vascular plants. No nuclear EST
or genome sequences are available from other non vascu-
lar plants and protists such as Charales, nor from multicel-
lular algae, and only limited in ferns. But, a large amount
of EST collections and BAC clones of a variety of organ-
isms is awaiting sequencing (CUGI, Clemson, SC). As
more genomes will have been sequenced, a more com-
plete picture of the phylogeny of GA signalling will be
drawn.
Methods
Sequence retrieval
Arabidopsis cDNA sequences from the GID1b, SLY1, and
RGA genes were taken from the TAIR website. These
sequences were used to search for homologues by tBlastx
with default parameters against the unigene collection of
Tigr, the citrus HarvEST database (Wanamaker and Close,
University of California), the Cosmoss transcriptome and
genome (with an eight times sequencing coverage) data-
bases (Stefan Rensing, University Freiburg, Germany), the
PHYSCOBASE database [54], the Selaginella databases at
Purdue University [55], the Cyanidioschyzon merolae data-
base of Tokyo University [56], the loblolly pine ESTs from
the CCGB of the University of Minnesota, the Cycas EST
collection from the New York Botanical Garden and the
sequenced EST collection of Adiantum capillis veneris,
Marchantia polymorpha, Welwitschia mirabilis, Ceratopteris
richardii, Mesostigma viridae gathered at plantGDB. Tables
with reference numbers can be found in supplemental
data (see Additional files 1, 2, 3).
Reconstruction of protein sequences
Retrieved ESTs from Selaginella moellendorffii were used to
scan the Sellaginella genome for homologous sequences.
5' and 3' ends were taken to virtually walk over the chro-
mosomes and isolate clones covering about 10 kbpBMC Plant Biology 2007, 7:65 http://www.biomedcentral.com/1471-2229/7/65
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around the original EST (which is homologous to the Ara-
bidopsis sequence). For the Physcomitrella patens F-box pro-
tein, the same approach was used. For the the DELLA
homologue, the Arabidopsis  protein sequences were
directly used to scan the genome traces of the Cosmoss
dbase (Stefan Rensing, University Freiburg). The retrieved
clones (see Additional files 4, 5, 6) were submitted to a
PHRAP process to yield contigs. From these contigs, pro-
teins were derived by doing an in silico translation [57].
The Pp F-box protein homologue and DELLA homologue
Occurrence of the GA signalling pathway in the plant kingdom Figure 9
Occurrence of the GA signalling pathway in the plant kingdom. Hypothesis 1: The GA signalling pathway of vascular plants 
arose after the separation of the Bryophytes. Hypothesis 2: The GA signalling pathway originated earlier than the branching of 
mosses from the ancestral line, but was lost in unicellular algae and evolved differently in mosses. Dots indicate possible point 
of appearance of GA signalling. X-marks indicate points of loss of GA signalling.
hypothesis 1
hypothesis 2BMC Plant Biology 2007, 7:65 http://www.biomedcentral.com/1471-2229/7/65
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translated as a single exon from the Cosmoss database. A
Pp receptor homologue had a predicted intron between
R157 and R158 (Figure 2). The predicted intron was left
out in the reconstructed protein and was 2 bp out of frame
at the 3'end. For the aligment in Figure 2, the sequence of
Physcobase contig 12981 was used. In silico translation
was also applied to the ESTs from pine. Open reading
frames were detected and checked for homology with the
original Arabidopsis proteins in a BlastP.
Alignments
Protein alignments were performed using ClustalW algo-
rithms included in the VectorNTI package (Invitrogen).
Multiple alignments of coding sequences and ESTs were
done on line, using ClustalW at [58] (Kyoto University
Bioinformatics Center) using default parameters and
choosing the PHYLIP output. Neigbour-Joining trees were
generated at [58]. Various control runs were done using
IUB (at [58]), Dialign in the Panta rhei package [59]; Uni-
versity of Bielefeld, Germany) and MAVID [60] alignment
protocols. All controls yielded similar results. Similarity
values were calculated with VectorNTI software (Invitro-
gen).
Gibberellin treatments of Physcomitrella
Physcomitrella patens (Hedw.) B.S.G. was cultured in liquid
and solid Knop medium as described earlier [61]. GA3 was
purchased by Duchefa (Haarlem, The Netherlands) and a
0.25 M stock solution was prepared in EtOH. For the treat-
ments 5 μl of freshly subcultured moss protonema in liq-
uid culture with a dry weight of 100 mg/l were placed on
Knop plates containing 0, 10, 100, 500 and 1000 μM GA3
or control plates containing the corresponding amount of
EtOH. After one week of growth at normal conditions
(25°C, 16 h light with 55 μmol/sm2, 8 h darkness) the
plates were covered with aluminium foil and put upright
for 7 days. For documentation the plants were photo-
graphed.
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SLY: SLEEPY, an F-box protein involved in the GA signal-
ling pathway
RGA: Repressor of ga1; one of the DELLA proteins, acting
as a repressor of GA response
Authors' contributions
FV and DVDS conceived the study. FV retrieved the
sequences and performed the alignment assays. ACF
helped in the assembly of sequences and reconstruction of
contigs. GW performed the physiological tests on Phys-
comitrella patens. FV wrote the manuscript together with
RR and DVDS. All authors read and approved the final
manuscript.
Additional material
Additional file 1
This file contains a list of the TIGR contigs (gene indices), homologous to 
Arabidopsis thaliana RGA, used in the evolutionary trees with indica-
tion of the organism.
Click here for file
[http://www.biomedcentral.com/content/supplementary/1471-
2229-7-65-S1.xls]
Additional file 2
This file contains a list of the TIGR contigs (gene indices), homologous to 
the Arabidopsis thaliana GID1 GA receptor, used in the evolutionary 
trees with indication of the organism.
Click here for file
[http://www.biomedcentral.com/content/supplementary/1471-
2229-7-65-S2.xls]
Additional file 3
This file contains a list of the TIGR contigs (gene indices), homologous to 
Arabidopsis thaliana SLEEPY1, used in the evolutionary trees with indi-
cation of the organism.
Click here for file
[http://www.biomedcentral.com/content/supplementary/1471-
2229-7-65-S3.xls]
Additional file 4
This file contains the numbers of the ESTs and contigs used for recon-
structing the Selaginella and Physcomitrella homologues of the Arabidop-
sis thaliana GA receptor GID1.
Click here for file
[http://www.biomedcentral.com/content/supplementary/1471-
2229-7-65-S4.xls]
Additional file 5
This file contains the numbers of the ESTs and contigs used for recon-
structing the Selaginella and Physcomitrella homologues of the Arabidop-
sis thaliana SLEEPY1 gene.
Click here for file
[http://www.biomedcentral.com/content/supplementary/1471-
2229-7-65-S5.xls]
Additional file 6
This file contains the numbers of the ESTs and contigs used for recon-
structing the Selaginella and Physcomitrella homologues of the Arabidop-
sis thaliana RGA gene.
Click here for file
[http://www.biomedcentral.com/content/supplementary/1471-
2229-7-65-S6.xls]BMC Plant Biology 2007, 7:65 http://www.biomedcentral.com/1471-2229/7/65
Page 16 of 17
(page number not for citation purposes)
Acknowledgements
Filip Vandenbussche is a post-doctoral fellow of the Research Foundation 
Flanders (FWO). DVDS and RR acknowledge the Research Foundation 
Flanders (FWO G.0313.05) and DFG (RE837/7) respectively, for financial 
support. The authors thank Dr. J. Banks (Purdue University) for access to 
the Selaginella database.
References
1. Hedden P: The genes of the Green Revolution.  Trends Genet
2003, 19(1):5-9.
2. Bai S, Chaney WR, Qi Y: Response of cambial and shoot growth
in trees treated with  paclobutrazol.  Journal of Arboriculture 2004,
30:137-145.
3. Hedden P, Phillips AL, Rojas MC, Carrera E, Tudzynski B: Gibberel-
lin Biosynthesis in Plants and Fungi: A Case of Convergent
Evolution?  J Plant Growth Regul 2001, 20(4):319-331.
4. MacMillan J: Occurrence of Gibberellins in Vascular Plants,
Fungi, and Bacteria.  J Plant Growth Regul 2001, 20(4):387-442.
5. Radley M: Gibberellic acid-like substances in plants.  Nature
1961, 191:684-685.
6. Kato J, Purves WK, Phinney BO: Gibberellin-like substances in
plants.  Nature 1962, 196:687-688.
7. Mowat JA: A survey of results on the occurrence of auxins and
gibberellins in algae.  Botanica Marina 1965, 8:149-155.
8. Ergün N, Topcuoglu SF, Yildiz A: Auxin (Indole-3-Acetic Acid),
Gibberellic Acid (GA3),  Abscisic Acid (ABA) and Cytokinin
(Zeatin) Production by Some Species of Mosses and Lichens.
Turkish Journal of Botany 2002, 26:13-18.
9. Erokhin VE: Preliminary studies of Algae Gibberellins.  Ekologia
Morja 1999, 49:39-43.
10. Provasoli L, Carlucci AF: Vitamins and growth regulators.  In
Algal physiology and biochemistry Oxford , Blackwell Scientific Publica-
tions; 1974:741-787. 
11. Provasoli L: Effect of plant hormones on Ulva.  Biological Bulletin
1958, 114:375-384.
12. Decker EL, Frank W, Sarnighausen E, Reski R: Moss systems biol-
ogy en route: phytohormones in Physcomitrella develop-
ment.  Plant Biol (Stuttg) 2006, 8(3):397-405.
13. Yasumura Y, Crumpton-Taylor M, Fuentes S, Harberd NP: Step-by-
step acquisition of the gibberellin-DELLA growth-regulatory
mechanism during land-plant evolution.  Curr Biol 2007,
17(14):1225-1230.
14. Chopra R, Mehta P: Effect of some chemical factors on pro-
tonemal growth and bud induction  in three mosses grown in
vitro.  Phytomorphology 1992, 42:43-55.
15. Chopra RN, Dhingra-Babbar S: Studies on bud induction in the
moss Trematodon brevicalyx  Dixon.  New Phytologist 1984,
97:613-620.
16. Chaban CI, Kordyum EL, Demkiv OT, Khorkavtsiv OY, Khorkavtsiv
Ya D: The gravireaction of Ceratodon protonemata treated
with gibberellic acid.  Adv Space Res 1999, 24(6):717-721.
17. Chaban CI, Kern VD, Ripetskyj RT, Demkiv OT, Sack FD: Gravitro-
pism in caulonemata of the moss Pottia intermedia.  J Bryol
1998, 20(2):287-299.
18. Von Schwartzenberg K, Schultze W, Kassner H: The moss Phys-
comitrella patens releases a tetracyclic diterpene.  Plant Cell
Rep 2004, 22(10):780-786.
19. Hayashi K, Kawaide H, Notomi M, Sakigi Y, Matsuo A, Nozaki H:
Identification and functional analysis of bifunctional ent-kau-
rene synthase from the moss Physcomitrella patens.  FEBS
Lett 2006, 580(26):6175-6181.
20. Waghorn JJ, del Pozo T, Acevedo EA, Cardemil LA: The role of two
isoenzymes of alpha-amylase of Araucaria araucana (Arau-
cariaceae) on the digestion of starch granules during germi-
nation.  J Exp Bot 2003, 54(384):901-911.
21. Little CH, MacDonald JE: Effects of exogenous gibberellin and
auxin on shoot elongation and vegetative bud development
in seedlings of Pinus sylvestris and Picea glauca.  Tree Physiol
2003, 23(2):73-83.
22. Kwiatkowska M, Wojtczak A, Poptoriska K: Effect of GA3 Treat-
ment on the Number of  Spermatozoids and Endopolyploidy
Levels of Non-Generative Cells in Antheridia of Chara vul-
garis L.  Plant and Cell Physiology 1998, 39(12):1388-1390.
23. Kazmierczak A: Induction of cell division and cell expansion at
the beginning of gibberellin  A3-induced precocious anthe-
ridia formation in Anemia phyllitidis gametophytes.  Plant Sci-
ence 2003, 165:933-939.
24. Menendez V, Revilla MA, Bernard P, Gotor V, Fernandez H: Gib-
berellins and antheridiogen on sex in Blechnum spicant L.
Plant Cell Rep 2006, 25(10):1104-1110.
25. Chalakhyan MK, Khryanin VN: Hormonal Regulation of Sex
Expression in Plants.  Plant Growth Substances 1979:331-344.
26. Dellaporta SL, Calderon-Urrea A: The sex determination proc-
ess in maize.  Science 1994, 266(5190):1501-1505.
27. Ueguchi-Tanaka M, Ashikari M, Nakajima M, Itoh H, Katoh E, Koba-
yashi M, Chow TY, Hsing YI, Kitano H, Yamaguchi I, Matsuoka M:
GIBBERELLIN INSENSITIVE DWARF1 encodes a soluble
receptor for gibberellin.  Nature 2005, 437(7059):693-698.
28. Nakajima M, Shimada A, Takashi Y, Kim YC, Park SH, Ueguchi-Tanaka
M, Suzuki H, Katoh E, Iuchi S, Kobayashi M, Maeda T, Matsuoka M,
Yamaguchi I: Identification and characterization of Arabidop-
sis gibberellin receptors.  Plant J 2006, 46(5):880-889.
29. Willige BC, Ghosh S, Nill C, Zourelidou M, Dohmann EM, Maier A,
Schwechheimer C: The DELLA domain of GA INSENSITIVE
mediates the interaction with the GA INSENSITIVE
DWARF1A gibberellin receptor of Arabidopsis.  Plant Cell
2007, 19(4):1209-1220.
30. Silverstone AL, Jung HS, Dill A, Kawaide H, Kamiya Y, Sun TP:
Repressing a repressor: gibberellin-induced rapid reduction
of the RGA protein in Arabidopsis.  Plant Cell 2001,
13(7):1555-1566.
31. McGinnis KM, Thomas SG, Soule JD, Strader LC, Zale JM, Sun TP, Ste-
ber CM: The Arabidopsis SLEEPY1 gene encodes a putative
F-box subunit of an SCF E3 ubiquitin ligase.  Plant Cell 2003,
15(5):1120-1130.
32. Sasaki A, Itoh H, Gomi K, Ueguchi-Tanaka M, Ishiyama K, Kobayashi
M, Jeong DH, An G, Kitano H, Ashikari M, Matsuoka M: Accumula-
tion of phosphorylated repressor for gibberellin signaling in
an F-box mutant.  Science 2003, 299(5614):1896-1898.
33. Dill A, Thomas SG, Hu J, Steber CM, Sun TP: The Arabidopsis F-
box protein SLEEPY1 targets gibberellin signaling repres-
sors for gibberellin-induced degradation.  Plant Cell 2004,
16(6):1392-1405.
34. AGI: Analysis of the genome sequence of the flowering plant
Arabidopsis thaliana.  Nature 2000, 408:796-815.
35. Goff SA, Ricke D, Lan TH, Presting G, Wang R, Dunn M, Glazebrook
J, Sessions A, Oeller P, Varma H, Hadley D, Hutchison D, Martin C,
Katagiri F, Lange BM, Moughamer T, Xia Y, Budworth P, Zhong J,
M i g u e l  T ,  P a s z k o w s k i  U ,  Z h a n g  S ,  C o l b e r t  M ,  S u n  W L ,  C h e n  L ,
Cooper B, Park S, Wood TC, Mao L, Quail P, Wing R, Dean R, Yu Y,
Zharkikh A, Shen R, Sahasrabudhe S, Thomas A, Cannings R, Gutin A,
Pruss D, Reid J, Tavtigian S, Mitchell J, Eldredge G, Scholl T, Miller RM,
Bhatnagar S, Adey N, Rubano T, Tusneem N, Robinson R, Feldhaus J,
Macalma T, Oliphant A, Briggs S: A draft sequence of the rice
genome (Oryza sativa L. ssp. japonica).  Science 2002,
296(5565):92-100.
36. Tuskan GA, Difazio S, Jansson S, Bohlmann J, Grigoriev I, Hellsten U,
Putnam N, Ralph S, Rombauts S, Salamov A, Schein J, Sterck L, Aerts
A, Bhalerao RR, Bhalerao RP, Blaudez D, Boerjan W, Brun A, Brunner
A, Busov V, Campbell M, Carlson J, Chalot M, Chapman J, Chen GL,
Cooper D, Coutinho PM, Couturier J, Covert S, Cronk Q, Cunning-
ham R, Davis J, Degroeve S, Dejardin A, Depamphilis C, Detter J,
Dirks B, Dubchak I, Duplessis S, Ehlting J, Ellis B, Gendler K, Good-
stein D, Gribskov M, Grimwood J, Groover A, Gunter L, Hamberger
B, Heinze B, Helariutta Y, Henrissat B, Holligan D, Holt R, Huang W,
Islam-Faridi N, Jones S, Jones-Rhoades M, Jorgensen R, Joshi C, Kan-
gasjarvi J, Karlsson J, Kelleher C, Kirkpatrick R, Kirst M, Kohler A,
Kalluri U, Larimer F, Leebens-Mack J, Leple JC, Locascio P, Lou Y,
Lucas S, Martin F, Montanini B, Napoli C, Nelson DR, Nelson C,
Nieminen K, Nilsson O, Pereda V, Peter G, Philippe R, Pilate G, Polia-
kov A, Razumovskaya J, Richardson P, Rinaldi C, Ritland K, Rouze P,
Ryaboy D, Schmutz J, Schrader J, Segerman B, Shin H, Siddiqui A,
Sterky F, Terry A, Tsai CJ, Uberbacher E, Unneberg P, Vahala J, Wall
K, Wessler S, Yang G, Yin T, Douglas C, Marra M, Sandberg G, Van
de Peer Y, Rokhsar D: The genome of black cottonwood, Pop-
ulus trichocarpa (Torr. & Gray).  Science 2006,
313(5793):1596-1604.Publish with BioMed Central    and   every 
scientist can read your work free of charge
"BioMed Central will be the most significant development for 
disseminating the results of biomedical research in our lifetime."
Sir Paul Nurse, Cancer Research UK
Your research papers will be:
available free of charge to the entire biomedical community
peer reviewed and published  immediately upon acceptance
cited in PubMed and archived on PubMed Central 
yours — you keep the copyright
Submit your manuscript here:
http://www.biomedcentral.com/info/publishing_adv.asp
BioMedcentral
BMC Plant Biology 2007, 7:65 http://www.biomedcentral.com/1471-2229/7/65
Page 17 of 17
(page number not for citation purposes)
37. de la Torre JE, Egan MG, Katari MS, Brenner ED, Stevenson DW,
Coruzzi GM, DeSalle R: ESTimating plant phylogeny: lessons
from partitioning.  BMC Evol Biol 2006, 6:48.
38. Marshall SD, Putterill JJ, Plummer KM, Newcomb RD: The carbox-
ylesterase gene family from Arabidopsis thaliana.  J Mol Evol
2003, 57(5):487-500.
39. Raven PH, Evert RF, Eichhorn SE: Biology of Plants : 7th edition.
New York , WH Freeman and Company  Publishers; 2005. 
40. Kipreos ET, Pagano M: The F-box protein family.  Genome Biol
2000, 1(5):REVIEWS3002.
41. Gomi K, Sasaki A, Itoh H, Ueguchi-Tanaka M, Ashikari M, Kitano H,
Matsuoka M: GID2, an F-box subunit of the SCF E3 complex,
specifically interacts with phosphorylated SLR1 protein and
regulates the gibberellin-dependent degradation of SLR1 in
rice.  Plant J 2004, 37(4):626-634.
42. Strader LC, Ritchie S, Soule JD, McGinnis KM, Steber CM: Reces-
sive-interfering mutations in the gibberellin signaling gene
SLEEPY1 are rescued by overexpression of its homologue,
SNEEZY.  Proc Natl Acad Sci U S A 2004, 101(34):12771-12776.
43. Richards DE, Peng J, Harberd NP: Plant GRAS and metazoan
STATs: one family?  Bioessays 2000, 22(6):573-577.
44. Hussain A, Cao D, Peng J: Identification of conserved tyrosine
residues important for gibberellin sensitivity of Arabidopsis
RGL2 protein.  Planta 2007, 226(2):475-483.
45. Itoh H, Shimada A, Ueguchi-Tanaka M, Kamiya N, Hasegawa Y,
Ashikari M, Matsuoka M: Overexpression of a GRAS protein
lacking the DELLA domain confers altered gibberellin
responses in rice.  Plant J 2005, 44(4):669-679.
46. Reski R: Development, genetics and molecular biology of
mosses.  Botanica Acta 1998, 111:1-15.
47. Rensing SA, Rombauts S, Van de Peer Y, Reski R: Moss transcrip-
tome and beyond.  Trends Plant Sci 2002, 7(12):535-538.
48. Quatrano RS, McDaniel SF, Khandelwal A, Perroud PF, Cove DJ:
Physcomitrella patens: mosses enter the genomic age.  Curr
Opin Plant Biol 2007, 10(2):182-189.
49. Asprey GF, Benson-Evans K, Lyon AG: Effect of Gibberellin and
Indoleacetic Acid on Seta  Elongation in Pellia epiphylla.
Nature 1958, 181:1351.
50. Weng JK, Tanurdzic M, Chapple C: Functional analysis and com-
parative genomics of expressed sequence tags from the lyc-
ophyte Selaginella moellendorffii.  BMC Genomics 2005, 6:85.
51. Friedman WE, Moore RC, Purugganan MD: The evolution of plant
development.  American Journal of Botany 2004, 91:1726-1741.
52. Johnston R: Effects of Gibberellins on Marine Algae in Mixed
Cultures.  Limnology and Oceanography 1963, 8:270-275.
53. Walden AR, Walter C, Gardner RC: Genes expressed in Pinus
radiata male cones include homologs to anther-specific and
pathogenesis response genes.  Plant Physiol 1999,
121(4):1103-1116.
54.  [http://moss.nibb.ac.jp].
55. Wang W, Tanurdzic M, Luo M, Sisneros N, Kim HR, Weng JK, Kudrna
D, Mueller C, Arumuganathan K, Carlson J, Chapple C, de Pamphilis
C, Mandoli D, Tomkins J, Wing RA, Banks JA: Construction of a
bacterial artificial chromosome library from the spikemoss
Selaginella moellendorffii: a new resource for plant compar-
ative genomics.  BMC Plant Biol 2005, 5:10.
56. Matsuzaki M, Misumi O, Shin IT, Maruyama S, Takahara M, Miyag-
ishima SY, Mori T, Nishida K, Yagisawa F, Nishida K, Yoshida Y,
Nishimura Y, Nakao S, Kobayashi T, Momoyama Y, Higashiyama T,
Minoda A, Sano M, Nomoto H, Oishi K, Hayashi H, Ohta F, Nishizaka
S, Haga S, Miura S, Morishita T, Kabeya Y, Terasawa K, Suzuki Y, Ishii
Y, Asakawa S, Takano H, Ohta N, Kuroiwa H, Tanaka K, Shimizu N,
Sugano S, Sato N, Nozaki H, Ogasawara N, Kohara Y, Kuroiwa T:
Genome sequence of the ultrasmall unicellular red alga Cya-
nidioschyzon merolae 10D.  Nature 2004, 428(6983):653-657.
57. Bikandi J, San Millan R, Rementeria A, Garaizar J: In silico analysis
of complete bacterial genomes: PCR, AFLP-PCR and endo-
nuclease restriction.  Bioinformatics 2004, 20(5):798-799.
58.  [http://align.genome.jp/].
59. Sammeth M, Griebel T, Tille F, Stoye J: Panta rhei (QAlign2): an
open graphical environment for sequence analysis.  Bioinfor-
matics 2006, 22(7):889-890.
60. Bray N, Pachter L: MAVID: constrained ancestral alignment of
multiple sequences.  Genome Res 2004, 14(4):693-699.
61. Reski R, Abel WO: Induction of budding on chloronemata and
caulonemata of the moss, Physcomitrella patens, using iso-
pentenyladenine.  Planta 1985, 165:354-358.
62.  [http://ucjeps.berkeley.edu/TreeofLife/hyperbolic.php].